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^ AilaS.^(cecropin A, CA)^!- n>7>olia(magainin 2. MA)^ CA-MA 

^B^cl^o^ o>nli.XV S>q- :i oHV^ ^l^^H + ^^<='l 

7]4^^ CA-MA ^jH^-ol-o^ o>pli.A> ^ S>v4 ZL ol^>^ + ^fe •^'H 

i^xVuz). ^^^^^ M-Bl-vflfe oHi^AVjOs. ^H^-ol- ^ ZL^- S^S> 

.^ilS^^^^ol SiJi ^^^^ ^ ^^"^ ^"^^ = M-Bl-tflM ^J^ofl -Jr^d^v 



S. 6 
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CA-MA ^Ef^^l^S^ <i>Dli^Ai. ^ sj-iJ|. 3. ol>^^ ^1€«><^ + ^i^''^ 
dg^o] ^7>^ ^fl-^ ^ ^1- ^#*>^ ^*}-^ 2i^^#{Novel peptides with 

increased + charge and hydrophobicity by substituting one or more amino acids of 
CA-MA peptide and pharmaceutical compositions containing thereof} 

oil ^iS]^ LB c^>7>(agar) «11^H1 £^«H ^5^^^ ^>^<=>1^, 

A : <g=>a cflS^, B ; CA-MA, 

:£ 2fe ^ ^E}-o]c.3. oll^;^licA>(jPsei/cfo/Hoy?as 

aeri<?//20sa) ^^Hl NB+0.5% NaCl o>7> flfl^H] £^§>o^ ^35^^ ^ 

A ; '^^^^ cfl2:^. B ; CA-MA, 

A ; <?f^^ cfla^, B ; CA-MA, 
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4fe ^ ^^9] ^b1-o1:b* oii^xiicA> ^^o\] ^e)^ 4^ ^ 

A : <g^^^ tfl3:^, B ; CA-MA, 

nVo| ^^l-Bfls. q.^^ ZLBflH^^lJl, 

• ; CA-MA, 

A : Calu-6 M]^^o\] tfltt ^'a-^:^^, 

B ; Jurkat H^^<^] tfl^ , 

C ; SNU 601 cfl^ 

• ; CA-MA, 
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^ ^1^^ >Hl3S.^(cecropin A, C^)^^ t3>7>ol laCmagainin 2, MA)^ ^^tb CA-MA 
7]?^^^ CA-MA ^Bl-ol^o^ oVpli^AV ^ §>u|- £^ ZL ol^V^ + ^SV» ^I'^l 

<?i^^ *^>^ ^1^^^ ^91 ^^^m, ir*s*> 

7]]^ ^^-^S. ^il^^ ^i^J-^^ (resi stance) '^l 

M]^o] Afls.^ *J-^3^H1 ^ni-^^^ M-^iflfe ^^fe ^fl^^ ^^>^7> 7B# 

^^^^MEnterococcus faecal is), ^V^l^^^efle^^ ^u^I-^aI >i(irycoZ?acfer/£//?7 
tuberculosis) ^ ttS-S-M-^ o]] s-;^licA>(/'sewcto/!70/?as aeruginosa) ^1 
#4^1 ^y:^^ £^ ^^^^^l^^l cfl^ ^^^^^ 7l^-]^x:f (Stuart B. Levy, Scientific 
American, 1998, 46-53). 
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<26> ■Sj-^<§^1<>11 cflsl- tfl^a (tolerance)^ cflt!: ;^1«<}-^^ (resistance)^fe ^^^fe 

^^^•eli^^l, 1970'dtfl«>ll ^S.3.7^MPneumococcus sp.)o\]^^ 5)5^0.0^ ffllx^ 

^^o] x}-^ 7l2j-ofl cfltb ^-S-^ ^>^i# /Hl^«l-^^(Tomasz et al., Nature, 1970, 227, 
138-140). vfl^^^ #^ ^>^M<?1 ^^^5^1 ^^^fl^Hl^i^ 

:^s\^o,^ ^^Ife ^^4. ^^^^ *J-^5^l7> ^fli^ ^1^^^ ^ ^Mel-ol^l 

(autolysin) ;^>7>^tfl (auto lytic) %^^o] 'S^M-^I ^7] nfl^ 

a57]^c^1, olBl^ A>^^ vfl"?!^^ jL4i(endogenous hydrolytic 

enzyrae)# S^a] o.^m1 ^^1^^ ^o]^ ^^j^^ ^a^^ ^^l^fl^i 

^o] ^c>|;^l7l ti|l^o]cf(Handwerger and Tomasz, Rev. Infec. Dis., 1985, 7, 368-386). 
o].^£l, vflA^o] ^57lfe ifl^ ^-l-^^^^^l ^S^lTll 

Sj^cfl o]^^ ^l^oflS l:^SV:il "S'^V^fe ^^7> ^^7171 nfl^<^m. "^1 ^1 ^ 

S ^^:E.S.(Liu and Tomasz, /. Infect. Dis., 1985, 152 , 365-372), 

<28> 7l^fil lfl>3^ 37)1 ^7M ^5.^ o]^o^^l ^d] , ^ ^^J^flfe £^ 

^^j^ofl o^o^Al ^^^^:£7} ^i-rfct: ^^M-fe iq^^(phenotypic) vfl o] (Tuomanen 
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E.. Revs. Infect. Dis., 1986 . 3. S279-S291), ^ ^^fe ^il5<^l^i "^^^M-fe 

o]^ §>^S^(down regulation)<^1 ^golVf^^ ^^^^ll, ^^^l^l^ 

^>^<^1 cfl^ vfl^^^ ^^oll^ -B-t^ 2:^^>fe ^^^^^ 

» <^>7ls>^ #^^<^17> ^^o^vi -B-^^?] ^^^^ ^-follfe ^^^<^1^. A% ^"^^ -H- 

^^^^ ^Se^-olAl jL>hofl :t^ol «aolu|.^ ^^§>^1 

7}A -y^flAi <^le1^ ;^># jLdiSl ^^ofl ^«fl ifl^^# ^^7\ ^j^v^ o.^. 

Si^'^. ^^^^^ ^^1^ '^l^^ 

^4(Tuomanen et al.. /. infect. Dis., 1988, 158 , 36-43). 

^7]d\\M\ #1^^ H>fi]- :&ol, %^5;^loll M-Bl-tflfe ^-fl^-i:^ ^-f^l ^^^^ 

)> ^Bl-oisH- ^7l# ^;^>1-^ ^^^^^i '^l^^Vfe ^^-^ ^ 

^ ^Ela>o]^^>h(lantibiotics)olo1 ^ u] ^Eltil-oi^E]^(nonlantibiotics)ol 

Jl «i-5flfe -tl^ ^El-ol^ (signal peptide)*^! ^-i-ol4(Cintas et al.. 
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J. Bad., 1998, 180. 1988-1994). i^sVfe ^*lr "^^l :^>^^^^ ^5^^^^ 

^e|-o]:e. -sj-^^^mi- ^S^5>fet^l(Bevins et al., Ann. Rev. Biochem., 1990, 59, 
395-414), ^i^-^S. >H1 7fls] u|-ir*=>1^^. ^ 

eiioiol ^:^^(cysteine-rich) p -4lS(sheet) ^b^-oIj^oIjl , ^ a -S]^^ 

(helical)^ *^o^^S|-^^ ^^V^^l^^, 4 ^-^^Kpro line-rich) ^B^-ol^o] 

cfCMayasaki et al . , Int. J. Antimicrob. Agents, 1998, 9, 269-280). ^5 ^B^- 

o1:bs.o. ^ 9X'^^^ ^-2-^ ^'i-s^lfe ^-^^ "t^^ 

SZ4(Boman, H. G., Ce//, 1991, 65, 205; Boman, H. G., Annu. Rev. Microbiol., 1995, 
13, 61). o>nli.A]. ^i^ol] it}-5V t:l-<g=^V ^fec-fl, o]l: 

^ 7>^ ^^-S ^Ei-<^1^^ >^]3S.^(cecropin)j^l- 

Al>.Ellol(cysteine) ^7\A ^Jl ^^^^1-^^ ""^^ 4^^^ ^^^^Vfe ^Sc^li^f. 

oiB]^ ^e)-o1:e. ^<^lAi£ <g=?l^^^ 3gE|-oi = ^ tfl«fl^i "Sn^^V o] 

xl^^7>^l ^\7\(>\^ 2(magainin 2, MA), ^^3.5.^ 

A(cecropin A, CA) ^ ^e] ^(rael itt in. ME) ^Bfol^. ^o] o^rl-. 

^ -^0}-%^^^ ^^S- iiJlSl^ AH (Boman, H. G. and Hultmark, D., 
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Anna. Rev. Microbiol., 1987 . 41. 103). ^% 2 ^Bl-o]-^ ^S.^^^o] 

^^1 % S^^V 

(Zasloff, M.. Proc. Natl. Acad. Sci. USA, 1987 , 84 . 5449). '=>}^^ , ^^l^l^ ^ 
o]H.Sl ^El-ol:^(conjugation peptide)* ^12:SH 

IJ-^, ^J-^^ ^fe ^^^^ ^fl^* ^Bi-o]:^!- ^13:1: ^ ^^^1 ''^^ 

A Si4(Chan, H. C, et al., FEBS Lett., 1989, 259, 103; Wade, D.. et al., 1992, 
40, 429). 

oiofl, ^ ^^^Vl:^ ^^^31-^^^ AflHS^Ccecropin A, Q,k)^ ^\7\^]\d. 

(raagainin 2. MA)^ ^ W ^B^oIH-CCA-MA)* ^^^S <=>>^li--=^^ ^^<^1 



^ 3^^^ All3S.^(cecropin A, CA)^ n>7>ol id(magainin 2, MA)* ^^^1 

7^ IS 7l;<ll£)fe CA-MA ^El-ol:co^ oVnjic^ ^ sr>x4 Sfe H ^^l^^"* 
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^m^^ + ^^^^ ^^'^l #^>^^ ^11i^^^<^l -f^-^^ ^ 

^'a- ^El-oi^ ^ ^l^sV^ 

>^V7] ^'^^^V^l ^s>c^, ^ 4^^€(cecropin A, CA)3f d>7>o1\1 

(magainin 2, MA)^ ^^^1^ ^IS^V Ai^^^ IS 7]^^ CA-MA ^B^-ol-^ o>pli.xi: 

^ 3. ol>^^ ^m«V<^ + ^7>^ ^^<=>]^ ^ ^ 



<37> olBr>, ^ -^Mlsr] ^T^tt^^. 

<38> ^ ^^^^ ^3.S.^^ tJ>7>olia^ ^^^1^ Ai^wis: IS. 7l^ll£lfe CA-MA 

3gBl-oi:^o^ o>Dii^Ai: ^ ^VH- n ^m^H + ^^^^ '^^^'l ^7>^ 

<39> ^ ^^sl ^B|-o]H. ^ 'S^lsl-^^ 4^S-^^# 71-^ CA^ 1-8 ^V^li^ 

MA^ 1-12 o>Dl-AV «-o^i- Ai^^i:^ IS 7]7ll£l^ CA-MA ^H^-olj^o^ 

^o]^ ^^(hinge region)SV ^ o>d1-^o.s. ^l^^H + 
cg^o] f^7>^ ^Efol^olcf. 
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40> ^ ^E>olc=. ^>^^sV7l ^§1-0^, ^ ^^;^>#^ Fmoc <>>D]ic7l ILS. -g-7]* 

^]^^ Dllel^^CMerrif ield)^ "A^^ A]-g-sVsa4(Merri field, RB. , /. Am. 

Chem. Soc, 85 . 2149, 1963). ^ ^ ^i^^s: IS 7l 

CA-MA ^H]-ol^o^ s>oi^ ^-^iq. 5>i4 ^fe ^ <=>1^^^ <^l-"li^^# cifnlic^O: 
^]^S><^ + ^^54 <:§^^ ^7>^ 2.^ 3gE}o]^7> ^ ^ 

IS 7l7fl£)fe CA-MA ^Bl-ol^o^ ^ol^ «-^o11 ^7^^^ 
Al^ z^z^ ns.^o.s. ^l^s>i 4^-5^ 8^^ c>l:d^^<^l^, 15^^ ^1 

>^El^ ej-ojAio.^, 5«i^ 6«i^ 12^^ 13«1^ 

<4i> o]sq- :^oi ^3^^ ^ ^Bl-o]c=. ^ ^^tt 95% 

o]>^o| ^s.* M-Bl-tfl5i^t^ , MALDI (Matrix-Assisted Laser Desorption Ionization) ^ 
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^S.(minimal inhibitory concentration, ^l5> "UlC'S^ %^«^H ^#§>$i^. 

o]^-- A>-8-§H 5^51 MIC ^ ^Bl-ol^fe alil^^ 

AV^tb CA-MA ^E^-oi:^oi] til^ ^^ofl u^-e^. 4^11 oj^i-o^ 

^ ^E^-ol^fe CA-MA ^El-olHoll HJ-^tt ^J-^ M-El-^* ^"asV^ 

^Bl-o]:cfe CA-MA ^Ej-ojcoil al^ ^r^^^ M-hI-^^ ^91^} 

atb, wy-ge.-]^ ^^^^^^^ ^^S-^^ <^]^^]b^^}Mr tfl^^^^ ^ ^'^^ 

^ ^Bfo]:^^ CA-MA ^El-oi^ofl a]^ %5 ^-^^^ M-h^-^^ ^"ys^V^- 

4(3^5 ^S). 
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o] ^^t:]v]. o^n]^MC3ndjda albicans) ^ ^^3.^^S.% ^o]^^o]{Trichosporon 
beigelii)%: cfl^i--^S 2]- MIC MTT ^^^-^S. ^4. ^ 

^S. 2S. 7l;^llS)^ ^Bl-o]^^ CA-MA ^e]-o]h.o11 tij^fl 2^ ^V^^ 
^ ^^^^^ ^^SV^^CS 2 



91^^ ^1^^ ^i^"?! Calu-65!l- ^<a- ^■flS^'?! SNU 601 ^ T ^fli ^^^^ tfl 

iH^o.^ A>-g-^ CA-MA ^B|-olH.ofl a]^ 7j-^ «J-<3-#^^* M-B]-^^ ^oisi-^^-CS. 
6 %^). 

oV^el, ^ ^Tg;^].s-0. a- ^T^o) 3gH|-olH7> ^^la^A^^ M-B^-lflfe^ll- ^'?]^>7l 

^s>c^ ^El-oi^o^ ^^'S-^ 2:A>tb CA-MA ^Ej-oij^sq- -g- 

3 %^). 
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^, ^ ^Bj-o]:^ ^ no) -B-£>^ilfe til^^^ ^el 7>xi o.^. ^ 

C^^ >^ SZfet-ll, ^Hl^^ ^}-%r^}^ f'^^fl, ^^^fl, ^^^1, -g- 

tll^l, ^2] ^^^1* A>-g-SH 2:^1^4. 

til^A^-g-;^], ^Ei-^;^]^^ HS.^^#Bl ^(Propylene glycol), l-sl<^l^^ #el 
^ ^cV. 7]y^]S.^ ^^#(witepsol), ^>3S.#, H-S(tween) 61, ^V^V-S-^l , ^ 

*l-g-^ <^£i ;jl^^l(carrier)5q- ^^Sj-c^ A>-8-^ ^ ojjl, «?]:^^^om- ^^^^^ ^ 

M. -tVCascorbic acid) ^fe #^^^-^1^4 iJ-^Sj-^Kant ioxidants) , ^^H^l^ 
(chelating agents), ^^^} ^^A^ ^fe 4€- ^^M(stabi 1 izers)!-^! <^^]s. 
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<55> ^ ^x^s] mn<^]^ ^ -B-S-g-^^ 0.1-2 ing/kg<^lal, iaV^^S>7l^ 

0.5-1 mg/kg o]^, l-3Si ^c^^ ^ ^4. 

7l€(bolus) ^m^S. 7R> ^-V ^^J:( infusion) m 

^(single dose)^S. %^}o\]?\] ^<^^ ^ . ^(multiple dose)«>l ^j-7l^> 

Eo^s|- fractionated treatment protocol)<Hl 

>a-7l ^B^oi^ ^ ZLO^ -H-S^lo^ ^ ^IS. «^ ^^V^el- W 

<57> cis>, ^1:^^ ^^l^Hl ^«|-<^ ^Ml^l 

^^^^^ 

c^, Fmoc(9-fluorenylmethoxycarbonyl)» c^V^lwl ^J: ^7]S. o]^^ pflsm^ 
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(Merrifield)^ JL^l-^l: >«>l-g-S>55t^(Merr if ield, RB., /. Am. Chem. Soc, 1963, 

85, 2149). ^ ^'^'^flAife ^>s^^^cjol -NH2 ^^91 ^B^-o]^- o>D]:E.(Rink 
Amide) MBHA-5ll^(Resin)^ ^>-g-^5S^^ , ?>^^^-^^^<^l -OH 

o]c^ Fmoc-^^V^liL-ar-Wang ResinCSynPep Corporation)^ s^-^i^f. 
Fmoc-<^>olic>i!:^ ?1§^(coupling)<>1] ^tb ^B^-ojj^ a>^o^ o^^^ N-hydroxybenzo 
triazole(HOBt)-dicyclo-hexycarbodiimide (DCC)^«>11 Sl«^>^4. ^^"1. ^ '^^^]^^ 
o}u\2s^^-i^9\ Fmoc-<^}^]hi.^-^ ^, 20% 2|5|l2l^(piperidine)/NMP(N-raethyl 

pyrolidone) -g-"5^-^^ Fmoc7l* ;^fl7iS}Jl NMP ^ DCM(dichoromethane)^^ ^^1^ 

^-B- €^ 7}^S. «^7H1 TFA(trif luoroacetic acid)-sll^(phenol)-Hl 

^<^>i-l#(thioanisole)- H20-Hel <^lih^S€^^(tr i isopropylsi lane) (85: 5: 5: 2.5: 
2.5, vol/vol) -g-^J]^ 7>sl-JL 2 vH^l 3^1^> ^Jr-g-^l^ :a.^7ls] ^17-1 ^ 511^o.^^b1 ^ 
^ojcs. 4^ x:lol]^ollE)ls(diethylether)S. ^Bl-ol = l- ^^aI^c]-. ^^-^l^ 

^vi^^S. 3^^(crude) ^Efol^^ 0.05% TFA71- o>^il:£qH^ 
(acetonitrile) ^£i^tifl(gradient)ollAi ^^^fl^ ^^^(reverse phase, RP)-HPLC 
(Delta Pak, Cis 300A, 15, 19.0nim x30 cm, Waters)^ <^l-g-SH ^^l*>5ii=f. ^^^^ 
5gB]-ol:E.# 6 N-HCIS. llO-CoH^i 7>^^«flAl?^ ^A}# ^i-<a-^^^ ^, 0.02 N-HCHl -g- 
«flAl^ oHi^AV ^.54 71 (Hitachi 8500 A)^ c^VH^^^a: 2:^^* ^^«>5a4. '^l^^l 2:^^ 
^ ^E]-ol:co^ ^ol^ 95%51 ^£1- ^Hl-lfl^^T:il, MALDI ^ 

(Hill, et al ., Rapid Conmun. Mass Spectrometry, 1991, 5, 395)^ «>l-B-Sl-<^ ^ 

^i^i^ AA^ ^Ei-oi:^7]. ^A^sjoj^^ ^^s>^cf. 
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<61><^^6(| 1> ^E|-ol:^o^ %^%>^ 

<62> <1-1> ^^^^^Z. 

^i^^V*^ ^^7> ^'^^^] ^fe ^bi-oi:e.s1 Mic ^^§>^4. 

(KCTC 1918)^1- >iEfl:iS.S^i oilsxlc-lnlcl^CKCTC 1917)#, -§-^^5.^^ ^£S-i-|->i 

ofl^;,^i^;,^(KC'rc 1637)^ E}-ols|^5]-g-(KCTC 1926)^ -B-^^V^ 

^^S-^Bl A>-g-S>^ O.C1 , z]- LB «B^1(1% H^g-, 0.5% ^S. o] 

1% ^^V-S-ZL -a-(mid-log phase)^H nfl'??^ ^-S- 1% ^ 

£ ufl^lS- lxl04 ^-11^/100 ^HS. sl^^H ^><>13S B)-olH5l]olH ^311 

olHofl ^^§]-^cV. ^Alojl loilAi ^ HliS^^^^I CA-MA ^Bl-o] 

^# 44 25 u M/€(well) -^Bl 1/2«F^ sl^^H ^7>^ ^ 37t:«>ll'«>i 6^1 

^ -^oV «1)^tS>^Jl, ^^(micro titrate) ^eflolJE :^^7]^ ^^l-g-^H 620 nmS) 

sj-^-^l^i ^^sr>c^ 4 ^^21 MIC ^^^>^-^^, ^ ^>7l jE l-^l 
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<65> IS. IJ 




H I 0-78 I 1.56 



CFMA 3.12 1 3.12 



0.19 
0.097 



<67> <i-2> 1:^^ ^ 7>Al ^ 

<68> ^ ^'^^ ^Bl-OlJ^o^ -^^l:^^^ ^fl^l^<H1^i 7>A]^5>7l -?1 , ^ 

^^^>1-^ <r£2.M->i oil^^li^AV^q- u>^e.^^ lB ufl^^Kl* H^^, 

0.5% '^l^S 1% ^ ^(raid-log phase)^7>>^l 

4 u M^l- 1 y M ^^°]^^ ^ 37°C<^]^^ 2ARV ^<^^ ^^^^}<^JL 

a)|oj:ofl^ LB £%^5>c^ ^^1- 7>Als)-Al5a^T^ , tiling CA-MA* ^}-%-^} 



^^oflAi^ ^S] #^q(colony)l: ^ ^^^K^ 1^ A) CA-MA» ^7>*V ;g 
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-foils ^o] 3:^ ?C^^O.^J^iS. 1^ B) ^ ^^^^^ ^E^-olJ^* ^7}^ ^^^]^ 

^^^^^1 ^^^1 ^^isl^i ^s.vi7> ^<asV^4(s 1^ c). 

#S.q(colony)* ^ 9X9X^iS. 2^ A). CA-MA* ^7>^V ^g^ofli ^o] ;.>^o.uf 

(S. 2^ B), ^ ^Bl-o]:^!- ^7>«v ^^-'^Ife 5^ ^^^J-*^! ^^^1 ^^1^^ 

#Svl7> S.o]^] ^oi§i-^rV(s. 221 C). 

<70> ^7] 9] :iazl-S^El, ^ ^1^21 Ai^^Ji: 2S 7l7ll£lfe ^El-olj^^ CA-MA ^ 

^ 3gEl-oi:^oii til ^11 %5 ^Bi-^^ 

<72> ^ ^1^21 ^Ei-oi:^^! ^^>^^V€^]^^ <^l-§-^H ^€§1-^^. 

oil^;.li^A>l- LB ti1|^l(l% H^s-, 0.5% <^1^:^ 1% 

oflA-l ^^-S.ZL ^J-(mid-log phase)^l-^l ^"^^ 100 mM <§S|-M-Sf-(NaCl )^ S.^^} 

10 mM ^S.^ ^^M-Hf- ^^-g-^-^](Na-phosphate buffer, pH 7 A)^] lO^ >^^l^/mft ^ 

CA-MA ^El-olJ^l- wl-^el>x A-lti.^&|>iollfe 0.78 u M, 1=fS.2.M-rii oil ^;^1 ic^^l-oil ^ 1.56 
y Mol £l£^ ^71-*!: ^ 37°CoflA-l 30^ ^> ^''^^ 5% #^El-3 ^cfl^l = 

(glutaraldehyde)* -g-^^l^J 0.2 M ^^-8-"^-^^ ^^^1 ^^ofl ^o^^i- ^i^s. 
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^7>sVa^ 4X:^]M 2^^^*^ JL^M^^. ^1^* ol^i*^ ^Eldsopore filters, 

0.2 (M pore size, Millipore, Bedford, MA, USA)^ o^sf^l^ ^ 0.1 M M-Hf- ^VS'gsll 
^^-g-<2^(Na-cacodylate buffer, pH7.4)-9.S. >Hl^S|-5iJI, ^Blofl 1% ^>x-g- B\^^} 
ol^Cosmium tertroxide)!- ^ f}3.^^]o]^ ^^-%-'^o\] H9l 5% ^3.3. 

^(5% sucrose)^ ^-fl^^VJl ^^^1^^-. <^1^^ 

3.^-^ ^ ^A>;^^>^til;g (HITACHI S-2400, Japan)<^l>«>i ^#«>5^4. 



St). ^£S.i4^ oi|s^]-u_A>oil ^-jelG!- ^ ^A>^;^>^pi;§ o.^ cfl^^^ CA-MA 

<^4> <i-4> 
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^^^^^^^ LB n^Ki% 

ofl ^ ^rgoj ^El-ol:^ til57^o.sA^ CA-MA ^B^-o]:^!- 6.25 u M<H1>H 0.097 u M 

^£57M l/2tiflS. ^ 37rol]Ai 2Al^> flro^S>^^. ^^^1 ^1^^ 

0.25% i#<k^c-llSlH.( formaldehyde)^ l^RV^^J: ^T-^oflA-] 3L^l% ^l^J ^, oiAV<g^^-g- 
^-fl(PBS, pH 7.4).^^. >Hl3i§>^JL rl-A] "^"^ ^^ofl ^^1* ^«fl 

^1-71 Als.611 oiX!:« ^-^-g-^-^CPBS, pH7.4)* 00450 = 0.25^ A% , 

S.^?i(tetrahydrofuran)ofl ^«fl^l^ DPH(l,6-diphenyl-l,3,5-hexatr iene)* 10-4 M<^1 
slTll ^7>SH 37roll^i 45^:?V aflW^^-. o|«^>a^ (steady-state 

fluorescence anisotropy)^ ^^^^^Kspectrof luorometer , HITACHI F-3010, Tokyo. 
Japan)^ 330 xm^ 450 xm^\^\ ^^^A^ %^S>c^ ^^^V^^. 

ofl^xii^AHi ^ei*v dph S^I ^^#^<^1 CA-MA ^e1-o1-oii ui^n 
15 - 20% ^711 ^Hl ^7]^^ o^^^ ^oi^].^cf(£ 5). 

<77> <>i^oj| 2> ^Bl-olH.^ 

<78> <2-i> mr 

^^^J ^^^^ «^^tim^(TIMM 1768)5^ Bflol^e^-oKKCTC 7707)* cfl^i-o.^. 
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jfrr ^^-^ ^^l^^S, 96-€ #5ll<^lHoll i^tt PDB 

(20% SEllo]M 91^^ 2% ^M. 100 4^, ^ "^^^ 

^A.g ^^6\^ ^ CA-MA ^eVo]^!- 44 50 u M/€(wel D-f-Bl l/2«fl'!^ s\ 

^^c^ ^^o]m6\] ^7}^ ^ cfA] HB<3=5]-5i^-. 5 rng/mH MTT -g-^ 

(3-[4,5-dimethyl-2-thiazolyl]-2,5-diphenyl- 2H-tetrazol ium bromide) 10 fdMr S.^ 

i^.^'V^Cformazan)* 0.04 N HCl-<>ldtS^^^( isopropanol) -g-<2S 100 fd^ ^ 
«flAl^ ^ ELISA ^^71 (reader)* <^1-§-SH 570 nmoflAi ^-^S* ^^^5>c:H 



<80> IS. 2] 









CA-MA 


12.5 


6.25 




6.25 


3.25 



<81> 



H ^ 2S. 7ly^fl£)^ ^El-olJBSl ^j-^^ CA-MA 



<82> <^%c^ 3> ^Bfo]S.^ 
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<83> ^ ^1^21 ^EVolH.^ *j-<a- ^^^}^] ^^H, ^ 91^^ 

5^]ov Calu-6^ SNU 601, ^ T ^S. ^^^91 Jurkat 

tfl^S-^S. MTT ^-41^ . 2x105 Alli/mA M]^^ 90 M^^^ 96- 

^Sl<5> i = ti>:5}-^ 0.04 N HCl-^l^iHS.^^ -g-^ 100 fd3. ^ -g-^fl 

ELISA ^^711- ol^sVo^ 540 nm^l^i ^^S>^^-. ^^^0]:^^ 

<84> n :£ 6<^]^i 1- ^ Sife ^'^l ^ ^eI-oi^^ s.^ 

M]^^<^] CA-MA 13] 7j-s}7ll M-^^^ 

<85><^^6jl 4> ^b|-oi:e.si x^s. ^^ 

<86> a. ^i^o^ ^El-ol^7> A-fli^^^^ M-Bl-tfl^^ll- ^^«>7l ^S><^, ^ ^^^> 
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<87> 8%^ *£-7> 91^^ pH 7.0)-^^ s\^^JL 

<:^7]o\] 12.5 u M/€^El 1/2^ ^B^-o]^* ^^^^ 37lCol1^i 1 

Ai^v ^^v ^v-g-Ai^ ^, 1,000 gs. =L ^^^^ 5L^^ «g= 

^ 414 nm ^^S><^ 5:A>S>55m-. o]nfl, aliE^o.^^ CA-MA ^B^-o] 

1% HBls.-xiOO^ ^7>sVo^ 1% x-lOOS] ^^]S. 3|-uz) 

100%^ ^E]-ol^o] Ill-all a]i5l5:>o^ S>7] ^^^^ H 1^- 

<89> .^V7l -ijoflA-l, Afe 414 nm ^e^-o]:^ -g-oflo^ Bfe 

414 nm 3l-^^<^l^i PBS^ ^ Cfe 414 nm 1% HB^g- X-100^ 

<90> ^V7l ^ofl ^^n^ Sl-Jzl^o^ ^41- 5r>7l S S^ll ^^^9X^ . 



<9i> IS 3] 





12.5 


6.25 


3.125 


1.56 


0.78 


0.39 


0.195 


0.097 


CA-MA 


0 


0 


0 


0 


0 


0 


0 


0 




0 


0 


0 


0 


0 


0 


0 


0 




100 


100 


95 


93 


31 


0 


0 


0 



36-25 



1020010057837 



^ 2002/2/7 



<92> ZL ^4, ^ ^^Sl 2^ y]4^t: ^El-<:>1^^q- CA-MA ^B^-o]^ 

<93><>g^6|1 5> tfl^ Wl^T^^^ ^^^^ 

2 ^Vel-i^^ ^ ^'^^ >»i^^^ 2S 7l^llsl^ ^El-oi^i- 0.5% 

^ ^o«ofl ^^sH 1 g/kg/15 mA^ -g-^-aS. til;§^^c^S|-^t:1-. a]^^^ ^o^^ 

:g.-.o^ i^lAH^, ^1^^^^ ^^^^^ ^^>^ m^-«^5^4!-^^A># 

>iA]s|-55lo.T^, ^^-^S. ^7j-;^7l5l ol^l-o^«-# ^^s;>^x:f. a]^ 

^w^s^, ^^^^y, ^^^g^n ^^}, ^^^^ ^^Hi^is. ^^^^^fe ^€^1^1 

1- uJ-E^-iflx] ^^t^ ol^g^^o^ ^^^]A>^(LD5o)^ 10 mg/kg <^1^>^ ^ 
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[^^*^ 1) 

1^ ^l^flslfe CA-MA ^Bl-ol^sl o>tilic^ ^ ZL ol>^^ 

s>o^ + ^^jz|. ih^A^ '^^oi ^7>^ ^Bl-o]:^ -B-S^l. 

[^^% 2] 
l^^^J- 4] 
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I^^^J- 71 

^1 s^J-ofl ^ol^i. "a-^ ^^^^ «>fe ^^^^ 

81 
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I£ 11 
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1020010057837 

[S. 21 ^ ■ :.- -V , ; • \ 
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I£ 3] 
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I£ 41 
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HEfOIH 



B 



100 



So 



80 - 



60 - 



40 




0 



12^45 
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<110> Chosun University <120> Novel peptides with increased + charge and 
hydrophobicity by substituting one or more amino acids of CA-MA peptide 
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and pharmaceutical compositions containing thereof <130> 1p-09-03B 

<160> 2 <170> Kopatentin 1.71 <210> 1 <211> 20 <212> PRT <213> 
Artificial Sequence <220> <223> CA-MA peptide made by fusing 1-8 amino acid 
of secropin A and 1-12 amino acid of magainin 2 <400> 1 Lys Trp Lys 

Leu Phe Lys Lys I le Gly I le Gly Lys Phe Leu His Ser 1 5 
10 15 Ala Lys Lys Phe 20 <210> 2 <211> 20 

<212> PRT <213> Artificial Sequence <220> <223> peptide with increased 
+ charge and hydrophobic! ty by substituting amino acids of SEQ. ID. NO 

1 with lysine and leucine <400> 2 Lys Trp Lys Lys Leu Leu Lys Lys Pro Pro 
Pro Leu Leu Lys Lys Leu 1 5 10 

15 Leu Lys Lys Leu 20 
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